. Chronic restraint stress results in decreased 5hmC and Tet1 mRNA levels in PFC, Related to Figure 1. (A) Design of chronic restraint stress (CRS) experiment. Mice subjected to CRS were individually placed into a customized well-ventilated 50-ml conical tube, in which the mice could change from the supine to prone position but were unable to move forward or backward. The non-stressed littermate controls remained undisturbed in their home cages. The experiments occurred daily from 10 am to 12 pm for 2 hours over 2 weeks in the original home cages, and the mice were released from the tube afterwards. (B) Comparison of normalized reads in WT-SI-DhML-Gain (3239) and WT-SI-DhML-Loss (1251) exhibited significant differences between Control and Stressed samples (two-tailed unpaired t-test; p-value < 2.2e-16). (C) Identified WT-SI-DhML-Gain and WT-SI-DhML-Loss were annotated to various genomic regions, revealing the majority of WT-SI-DhML were found in exons, introns and intergenic regions. (D) Enrichment (Log2 value) of WT-SI-DhML in each genomic region revealed an increase of WT-SI-DhML in gene body, including exon, intron and TSS, etc. (E) Quantitative reverse-transcription PCR determined Tet1, Tet2, and Tet3 expression in the PFC of control and stressed WT mice. Tet1 exhibited a significant decrease upon CRS, whereas Tet2 and Tet3 showed little changes. n = 3, error bars indicate mean ± SEM; two-tailed unpaired t-test; n.s., not significant; **, P < 0.01.
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Figure S1 
SI−DhML−Gain (3239)
Normalized reads . (E-F) Quantitative reverse-transcription PCR determined Tet1, Tet2, and Tet3 expression in the PFC of Tet1 KO and Tet2 KO mice. When compared with littermate control, there is no significant change of Tet2/3 in Tet1 KO mice nor Tet1/3 in Tet2 KO mice (E). Under stress condition, no significant change of Tet2/3 in Tet1 KO mice nor Tet1/3 in Tet2 KO mice was observed (F). n = 3, error bars indicate mean ± SEM; twotailed unpaired t-test; n.s., not significant; ****, P < 0.0001. 
